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REMARKS 

Claims 1-77 were pending in the application. Claims 9, 22-14, 21, 23-26, 66, and 69-72 
are currently amended. In response to the Examiner's comments at page 2, paragraph 1 of the 
instant Restriction Requirement, Applicants have amended claims 11-14, 23-26, and 69-72 to 
include the SEQ ID NO. of the LXXLL motif (SEQ ID N0.:3). In addition, the specification has 
been amended to include the appropriate sequence identifiers, as suggested by the Examiner. 

The Examiner has stated that "[c]laim 9 does not further limit claim 7 or 8 because the nucleic 
acid sequence in claim 8 does not comprise the nucleic acid in claim 9, wherein nucleotides 518-532 of 
SEQ ID NO:4 are deleted." The Examiner has also stated that "[cjlaim 21 does not fiirther limit claim 
19 or 20 because the PGC-1 polypeptide in claim 20 does not comprise the polypeptide in claim 21, 
wherein residues 144-148 of SEQ ID NO"5 are deleted." Furthemiore, the Examiner is of the opinion 
that "[cjlaim 66 does not further limit claim 64 or 65 because the nucleic acid sequence in claim 65 
does not comprise the nucleic acid in claim 66, v^iierein nucleotides 518-532 of SEQ ID NO:4 are 
deleted." 

Apphcants respectfiilly traverse the Examiner's objection to claims 9, 21 , and 66. However, in 
order to expedite prosecution of the instant application. Applicants have amended claims 9, 2 1 , and 66 
such that they are dependent upon claims 7, 1 9, and 64, respectively. Applicants' respectfully submit 
that the claims are in proper dependent form. 

Support for the amendments to the claims may be found throughout the specification, including 
Ihe originally filed claims. No new matter has been added. Any amendments to and/or cancellation of 
the claims was done solely to more particularly point out and distinctiy claim the subject matter of 
Applicants' invention in order to expedite the prosecution of the application. Apphcants reserve the 
right to pursue the claims as originally filed in this or a separate apphcation(s). 
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RESPONSE TO RE STRICTION REOUmEMFNT 

The Examiner has required restriction to one of the following inventions under 35 
U.S.C. § 121: 

I. Claims 7 and 8, drawn to an in vitro method for modulating gluconeogenesis 
comprising contacting a cell with a nucleic acid encoding PGC-1. classifiable in 
class 435, subclass 375. 

n. Claims 9-14., drawn to an in vitro method for modulating gluconeogenesis 

comprising contacting a cell with an agent that decreases PGC-1 expression, 
wherein the agent is a PGC-l nucleic acid encodes a dominant negative PGC-1 
polypeptide, classifiable in class 435, subclass 375. 

III. Claim 15, drawn to an in vitro method for modulating gluconeogenesis 
comprising contacting a cell with an agent that decreases PGC-l expression, 
wherein the agent is a PGC-1 nucleic acid is an antisense PGC-1 nucleic acid 
molecule, classifiable in class 435, subclass 375. 

IV. Claim 19 and 20, drawn to an in vitro method for modulating gluconeogenesis 
comprising contacting a cell with an agent that increases PGC-1 activity, wherein 
the agent is a PGC-1 polypeptide, classifiable in class 435, subclass 375. 

V. Claim 2 1-26, drawn to an in vitro method for modulating gluconeogenesis 
comprising contacting a cell with an agent that decreases PGC-1 activity, 
wherein 

the agent is a dominant negative PGC-1 polypeptide, classifiable in class 435, 
subclass 375. 

VI. Claim 27, drawn to an in vitro method for modulating gluconeogenesis 
comprising contacting a cell with an agent that increases PGC-l expression, 
wherein the agent is a polypeptide that binds PGC-1, classifiable in class 435, 
subclass 375. 

VII. Claim 27, drawn to an in vitro method for modulating gluconeogenesis 
comprising contacting a cell with an agent that decreases PGC-1 expression, 
wherein the agent is a polypeptide that binds PGC-1, classifiable in class 435, 
subclass 375. 

Vm. Claims 7, 8, and 64-65, drawn to an in vivo method for modulating 
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gluconeogenesis comprising contacting a ceU with an agent that increases PGC-1 
expression, wherein the agent is a nucleic acid encoding PGC-l. classifiable in 
class 424, subclass 93.2. 

IX. Claims 9-14., 66, and 68-72, drawn to an in vivo method for modulating 
gluconeogenesis comprising contacting a cell with an agent that decreases PGC- 1 
expression, wherein the agent is a PGC-1 nucleic acid encodes a dominant 
negative PGC-l polypeptide, classifiable in class 424, subclass 9S.2. 

X. Claim 15 and 67, drawn to an in vivo method for modulating gluconeogenesis 
comprising contacting a cell with an agent that decreases PGC-1 activity, 
wherein 

the agent is a PGC-1 nucleic acid is an antisense PGC-1 nucleic acid molecule, 
classifiable in class 514, subclass 44. 

XI. Claims 19 and 20, drawn to an in vivo method for modulating gluconeogenesis 
comprising contacting a cell with an agent that increases PGC-1 activity, wherein 
the agent is a PGC- 1 polypeptide, classifiable in class 5 14, subclass 2. 

XII. Claims 2 1-26, drawn to an in vivo method for modulating gluconeogenesis 
• comprising contacting a cell with an agent that decreases PGC-1 activity, 

wherein 

the agent is a dominant negative PGC-1 polypeptide, classifiable in class 514, 
subclass 2. 

Xm. Claim 27, drawn to an in vivo method for modulating gluconeogenesis 

comprising contacting a cell with an agent that increases PGC-1 expression, 
wherein the agent is a polypeptide that binds PGC-l, classifiable in class 424, 
subclass 139.1. 

XTV. Claim 27, drawn to an in vivo method for modulating gluconeogenesis 

comprising contacting a cell with an agent that decreases PGC-1 expression, 
wherein the agent is a polypeptide that binds PGC-1, classifiable in class 424, 
subclass 139.1. 

XV. Claim 37, drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: a) contacting a cell with a compound; and b) 
determining whether PGC-l expression or activity is modulated, wherein PGC-1 
expression is directly measured by Northern blotting, classifiable in class 435, 
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subclass 6. 

XVI. Claim 39, drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: a) contacting a cell with a compound; and b) 
determining whether PGC-1 expression or activity is modulated, wherein 
determining whether PGC-l activity is modulated comprises determining 

expression level of PEP-CK, wherein PEP-CK expression is measured by 
Northern blotting, classifiable in class 435, subclass 6. 

XVII. Claim 39, drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: a) contacting a cell with a compound; and b) 
determining whether PGC-1 expression or activity is modulated, wherein 
determining whether PGC-1 activity is modulated comprises determining 
expression level of glucose-6-phosphatase, wherein expression of glucose-6- 
phosphtase is measured by Northern blotting, classifiable in class 435, subclass 6. 

XVm. Claim 39, drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: a) contacting a cell with a compound; and b) 
determining whether PGC-1 expression or activity is modulated, wherein 
determining whether PGC-1 activity is modulated comprises determining 
expression level of fi-uctose-l,6-bisphosphatase, wherein expression of fi-uctose- 
1,6-bisphohpatase is measured by Northern blotting, classifiable in class 435, 
subclass 6. 

XIX. Claim 40, drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: a) contacting a cell with a compound; and b) 
determining whether PGC-1 expression or activity is modulated, wherein 
expression is measure by measuring the expression or activity of a reporter 
construct comprising the promoter/enhancer region from phosphoenolpyruvate 
carboxykinase, classifiable in class 435, subclass 29. 

Claim 40, drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: a) contacting a cell with a compound; and b) 
determining whether PGC-1 expression or activity is modulated, wherein 
expression is measure by measuring the expression or activity of a reporter 
construct comprising the promoter /enhancer region fi-om glucose-6-phophatase, 
classifiable in class 435, subclass 29. 
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XXI. Claim 40, drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: a) contacting a cell with a compound; and b) 
determining whether PGC-1 expression or activity is modulated, wherein 
expression is measure by measuring the expression or activity of a reporter 
construct comprising the promoter/enhancer region from fructose-1,6- 
bisphosphatase gene, classifiable in class 435, subclass 29, 

XXn. Claim 41, drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: a) contacting a cell with a compound; and b) 
determining whether PGC-1 expression or activity is modulated comprises 
determining whether glucose output from the cell is modulated, classifiable in 
class 435, subclass 4. 

XXIII. Claim 5 1, drawn to a method for identifying a compound which inhibits the 
interaction of the PGC-1 protein with a target molecule comprising contacting, in 
the presence of the compound, the PGC-1 protein and the target molecule under 
conditions which allow binding of the target molecule to the PGC-1 protein to 

form a complex, wherein the target molecule is HNF-4alpha, classifiable in class 
435, subclass 7.1. 

XXIV. Claim 52, drawn to a method for identifying a compound which inhibits the 
interaction of the PGC-1 protein with a target molecule comprising contacting. 



in 



the presence of the compound, the PGC-1 protein and the target molecule under 
conditions which allow binding of the target molecule to the PGC-1 protein to 
form a complex, wherein the target molecule is phosphoenolpyruvate 
carboxykinase promoter, classifiable in class 435, subclass 7.1. 
XXV. Claims 75-77, a compound with an unspecified structure identified by the method 
of claim 34, 44, or 50, unclassifiable because the claims do not provide a 
structural description of the compound. 

It is the position of the Examiner that Groups I-XXV are unrelated because they are 
"not disclosed as capable of use together and have different modes of operation, different 
functions, or different effects (MPEP §806.04, MPEP §808.01)." The Examiner states that 



19 



Application No.: 10/066,443 



Group Art Unit: 1635 



"Ctjhe in vitro methods in inventions I-VII are directed to distinct methods ... than the in vivo 
methods in inventions VIII-XIV." The Examiner further states 

the nucleic acid encoding PGC-1 in Invention I and invention VIII 
have a different fiinction and different effect than the nucleic acid 
encoding a PGC-1 dominant negative polypeptide in Invention n and 
IX; the antisense PGC-1 nucleic acid molecule in invention HI and X; 
the polypeptide in invention IV and XI, the dominant negative PGC-1 
polypeptide invention V and XH; and the polypeptide that binds PGC- 
1 in inventions VI, Vn, XIV and XV. hiventions I, IV, VI, VIII, XI, 
and XIII are directed to increasing PGC-1 activity or expression and 
hiventions II, III, V, VII, IX, X, XII, and XIV are directed to 
decreasing PGC-1 activity or expression. 

In addition, it is the Examiner's position that "[i]nventions I-XI V are directed to modulating 
gluconeogenesis in either an in vitro or a subject and Inventions XV-XXIV are directed to identifying 
a compound capable of modulating gluconeogenesis" and that "Inventions XV-XXIV have a 
different mode of operation and different function. Invention XV is directed to measuring PGC-1 
expression using Northern blotting and hiventions XVI-XVIII are directed to measuring PEPCK, 
glucose-6-phosphotase, or fructose- 1 ,6-bisphosphatase expression using Northern blotting. 
Inventions XIX-XXI are directed to reporter assay using a promoter/enhancer region from PEPCK, 
glucose-6-phosphotase, or fructose- 1,6-bisphosphatase operatively linked to a reporter gene." 

Applicants provisionally elect Group XV, with traverse, for prosecution on the merits. 
Applicants' grounds for traversal are set forth below. 

Applicants traverse the restriction requirement to the extent that Groups I-VII and XI- 
XIV should be reformed as a single group containing claims 1-33 (referred to hereinafter as 
''newly formed Group /'O; groups XV-XXII should be reformed as a single group containing 
claims 34-43 and 75 (referred to hereinafter as "newly formed Group IPy, claims 44-49 and 76 
should be formed as a single group (referred to hereinafter as "newly formed Group ///'O; 
groups XXIII and XXIV should be reformed as a single group containing claims 50-52 and 77 
(referred to hereinafter as "newly formed Group IV"); and group XXV should be reformed as a 
single group containing claims 53-74 (referred to hereinafter as "newly formed Group V), 
Applicants' grounds for traversal are set forth below. 
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Applicants respectfully submit that the Examiner has not included claims 28-33 in any 
of the recited Groups. As set forth above. Applicants submit that claims 28-33 should be 
included in newly formed Group I. 

It is respectfully submitted that Applicants have presented several allowable generic 
claims, z>., claims 1, 34, 44, 50 and 53. Claim 1 is drawn to methods for modulating 
ffluconeogenesis comprising contacting a cell with an agent, such as that modulates PGC-1 
expression or activity, such that gluconeogenesis is modulated. 

Claim 34 is drawn to a method for identifying a compound capable of modulating 
gluconeogenesis comprising: contacting a cell with a compound; and determining whether 
PGO-J expression or activity is modulated. 

Claim 44 is drawn to a method for identifying a compound capable of treating a 
disorder characterized by aberrant gluconeogenesis comprising assaying the ability of the 
compound to modulate t/ie expression or activity ofPGC-l to thereby identify a compound 
capable of treating a disorder characterized by aberrant gluconeogenesis. 

Claim 50 is drawn to a method for identifying a compound which inhibits the 
interaction of the PGC-1 protein with a target molecule comprising contacting,"in the 
presence of the compound, the PGC-1 protein and the target molecule under conditions which 
allow binding of the target molecule to the PGC-1 protein to form a complex; and detecting the 
formation of a complex of the PGC-1 protein and the target molecule in which the ability of the 
compound to inhibit interaction between the PGC-1 protein and the target molecule is 
indicated by a decrease in complex formation as compared to the amount of complex formed in 
the absence of the compound. 

Claim 53 is drawn to a method for treating a subjecthay/mg a disorder characterized 
by aberrant gluconeogenesis comprising administering to the subject an agent capable of 
modulating PGC-1 expression or activity, such that the disorder is treated. 

It is Applicants' position that given the presence of claim 34, which is generic to groups 
XV-XXII proposed by the Examiner, the restriction under 35 U.S.C. §121 is improper. In view 
of the above traversal, Applicants hereby elect newly formed Group 11, claims 34-43 and 75. 

The Examiner has indicated, and it is Applicants' understanding, that claims 34-36 link 
inventions XV-XXII. Therefore, upon allowance of the linking claim(s), the restriction 
requirement as to the linked inventions shall be withdrawn and any claim(s) depending from or 
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otherwise including all the limitations of the allowable linking claim(s) will be entitled to 
examination. 

It is Applicants' position that while a species election may be proper among groups XV- 
XXII for prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable, an election under 35 U.S.C. §121 is improper since the claims are 
linked by an allowable generic linking claim (see M.P.E.P. §809.02). Claim 34 embraces the 
species of methods of identifying a compound capable of modulating gluconeogenesis 
comprising contacting a cell with a compound and determining whether PGC-1 expression or 
activity is modulated, wherein Northern blotting is used to measure PGC-1 expression. If a 
species election is required, Applicants further provisionally elect Group XV for search purposes 
only. It is Applicants' understanding that the search will be extended to the remaining species 
upon a finding of allowability. 

Applicants reserve the right to traverse the above restriction with respect to non-elected 
Groups I-XTV and XVI-XXV in this or subsequent ^Ucations. 

Applicants believe no additional fee is due with this response. However, if a fee is due, 
please charge our Deposit Account No. 12-0080, under Order No. DFN-038, from which the 
undersigned is authorized to draw. A duplicate of this sheet is enclosed. 



Dated: November 21, 2003 Respe(^|fiilly submitted. 

B y UjlG ^ 

DeAnn F. Smith, Esq. 
Registration No.: 36,683 
LAHIVE «& COCKFIELD, LLP 
28 State Street 

Boston, Massachusetts 02109 
(617) 227-7400 
(617) 742-4214 (Fax) 
Attorney for Applicants 
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